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ABSTRACTS2 Docetaxel resistant cell-lines. DNA microarray-analysis was carried out,
using the Affymetrix Human-Gene 1.0 ST-Array. Using novel bioinformatic
techniques, including correspondence, between-group and co-inertia ana-
lyses, we ﬁrst generated a list of transcription factors including VDR-RXR, SRF
& EVI1, which may be responsible for the differential gene expression
observed in theDocetaxel-resistantcompared totheDocetaxel-sensitivecells.
Subsequent in vitro validation of the role of the generated transcription
factor network have also led to the identiﬁcation of a novel therapeutic
targeting approach for castrate resistant disease.ASIT ORAL POSTER: 1392: TUMOUR SRC KINASE FAMILY MEMBER
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Aims: To assess the relationship between breast tumour Src kinase
expression and inﬂammatory cell inﬁltrate at the leading edge of the
breast tumour.
Methods: Immunohistochemistry was used to stain a cohort of breast
cancer patients using antibodies to c-Src, Src416 (the activated form of the
protein), Lck and Lyn. Expression was quantiﬁed using the weighted his-
toscoremethod. Peritumoral inﬂammatory cell inﬁltratewas scored on full
H&E sections according to Klintrup criteria. Fishers exact test was used to
compare correlations between Klintrup score and Src kinase family
member expression.
Results: Analysis is based on the results from 468 patients. Membrane c-
Src (p¼0.004), cytoplasmic c-Src (p¼0.039), membrane Src416 (p¼0.015),
cytoplasmic Src416 (p¼0.026), cytoplasmic Lck (p¼0.005), nuclear Lck
(p<0.0001) and cytoplasmic Lyn (p¼0.011) expression showed signiﬁcant
positive correlation with Klintrup score.
Conclusions: We hypothesise that breast cancers with increased Src
family kinase member expression promote chemotaxis of inﬂammatory
cells to the tumour through interaction with downstream effectors such as
focal adhesion kinase. We believe that this is the ﬁrst evidence of intra-
cellular Src kinase signalling within cancer cells acting on inﬂammatory
cells interacting with the primary tumour. This is in keeping with the
known physiological role of Src kinase in inﬂammatory processes.ASIT ORAL POSTER: 1405: CONSENSUS TRANSCRIPTOMIC PROFILES CAN
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Introduction: The ability to predict lymph node status, based on preop-
erative biopsies, would greatly inform our ability in relation to planning
treatment for colorectal cancer. This is particularly relevant following
complete pathologic response, or in polyp-detected cancers. This study
aims to generate consensus proﬁles of dysregulated genes across
numerous experiments and utilize these proﬁles as classiﬁers in differ-
entiating nodal status.
Methods: A customized graphic user interface (called “CPD”) was gener-
ated to develop consensus transcriptomic proﬁles from early and late stage
colorectal cancer, based on data derived from PGER. Classiﬁers were
generated that differentiated node positive from negative tumors. These
were tested against separate Affymetrix and Illuminaebased experiments.
Accuracy was determined using sROC curves.
Results: Four consensus proﬁles were generated permitting develop-
ment of classiﬁers that differentiated lymph node negative and positive
colorectal cancer. Accuracy in differentiating stage two and three
colorectal cancer ranged from 75% to 97% and was both data set and
classiﬁcation technique-dependant. Areas under sROC curves ranged
from 0.73 to 0.86. Further validation conﬁrmed associations with thecolorectal metastatic process identifying established and novel thera-
peutic agents.
Conclusions:We have developed a transcriptomic technique that permits
the determination of lymph node status from biopsy specimens.ASIT POSTER PRIZE CONFERENCE ABSTRACTS
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The ability of a breast cancer cell to evade apoptosis has a key role in tumor
progression and sensitivity to treatment. High levels of Bcl-2-associated X
protein (Bax) in tumor cells have been found to promote apoptosis and
sensitize cells to anti-cancer therapies. Bax protein redistribution to the
mitochondrial membrane results in the release of proapoptotic factors. We
aimed to explore this pathway in cancerous breast cell lines treated with
the naturally occurring antioxidant pterostilbene.
Whole cell lysates +/- Bax SiRNA from the MDA-MB-231 cell line were
used in an ELISA to quantify Bax expression after treatment with pter-
ostilbene. We quantiﬁed cell death using histone-related DNA com-
plexes from cytosolic and mitochondrial fractions and employed MTT
assay to analyze cell proliferation. Changes in cytosolic calcium were
measured using the ratiometric calcium-sensitive dye fura-2-AM using
an inverted ratiometric monochromator microscope. Treatment of MDA
cells with pterostilbene caused concentration-dependent increases in
intracellular Bax. RNA silencing of Bax resulted in reduced rates of
pterostilbene-induced apoptosis and increased cell survival. MDA cells
showed signiﬁcant increases in cytosolic calcium in the presence of
pterostilbene.
These data suggest that the natural dietary compound pterostilbene inhibits
breast cancer in vitro via Bax activation and intracellular Ca2+ overload.0199: EXPRESSION OF NEUROPILIN-1 IN THE NORMAL COLONIC
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Aims: VEGF co-receptor, neuropilin-1 (NRP-1), is overexpressed in colo-
rectal adenocarcinoma where it is associated with promotion of tumour
growth and poor prognosis. Within the normal colon NRP-1 is expressed,
at least in part, by the enteroendocrine (EEC) group of cells. Interestingly,
NRP-1-expressing EECs possess receptors for butyrate, a fermentation
product of dietary ﬁbre, suggesting that EECs may mediate the colonic
epithelial response to butyrate. Therefore, we investigated the exact NRP-
1-expressing EEC sub-type in normal human colonic mucosa.
Methods: Immunohistochemistry for speciﬁc EEC sub-types (D-cells and
L-cells) was performed on a series of FFPE endoscopic biopsies of normal
colonic mucosa. Co-localisation studies were performed on serial sections
for NRP-1 and EEC sub-type markers.
Results: NRP-1 was expressed in all samples (n¼20) within singly
dispersed epithelial cells. Co-localisation studies demonstrated that within
the NRP-1-expressing EECs, expression of NRP-1 was limited to L-cells,
with no NRP-1 expression noted in D-cells.
Conclusions: NRP-1 is expressed in L-cells, a subtype of EECs. However,
the expression of NRP-1 in the colonic epithelium appears more complex
than anticipated, with this study raising the possibility that there may be a
new class of colonic EEC, or that NRP-1 is expressed in the post-commit-
ment, pre-differentiation phase of post-stem cells.0243: ARE NICE STANDARDS ON INADVERTENT PERIOPERATIVE HYPO-
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